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1. Background

This statistical report is based on a review of data on the use of Lodine XL (etodolac extended
release) formulation taken at a 1200 mg QD dose. The protocols, study reports, and case report
forms also refer to Lodine XL as Etodolac ER (extended release) in Studies 357, 358, 370, and
371, and Etodolac SR (sustained release) in Study 323. The sponsor was asked to provide data
from at least 300 patients treated for at least 6 months with 1200 mg/day continuous dosing, to
support subsequent approval of a maximum daily dose of 1200 mg/day. The sponsor is seeking
a labeling change from 1000 mg qd to 1200 mg qd.

Etodolac is a non-steroidal anti-inflammatory drug (NSAID) with anti-inflammatory, analgesic, and
antipyretic activity. The mechanism of action is not known, but it is believed to be associated
with the inhibition of prostaglandin biosynthesis. Etodolac (Lodine) was approved by the FDA in
January, 1991 under NDA 18-922 for acute and long-term use in the management of the signs
and symptoms of osteoarthritis (OA management of pain. Etodolac Extended
Release (ER) was developed under o provide a once-daily dosage form. The
sponsor reports that Lodine and etodolac ER both contain etodolac, and that they differ only in
their release characteristics. “Etodolac is released from Lodine tablets or capsules in the
stomach and small intestine, whereas Etodolac ER slowly releases etodolac from the tablet
throughout the gastrointestinal tract as a result of the hydration and erosion characteristics of the
tablet matrix.” [Vol 1.1, page 81]
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The sponsor is not seeking a claim for treatment of patients wiil rheumateid arthritis because “in
controlled clinical trials, Lodine was generally not as effective as treatrent with other marketed
NSAIDs". Etodolac ER is also not being recommended for treatment of acute pain because “it
would be expected to have a delayed aralgesic response due to its extended-release
characteristics”. [Vol 1.1, pages 94-96]

Prior to approval of Lodine XL formulation, the FDA statistical review of Study 654-D-022-US
(gastrointestinal micro bleeding study in healthy volunteers); and Studies 654-D-321 and 654-D-
323-US (clinical efficacy studies in patients with osteoarthritis of the knee) was completed
January, 1996. The Statistical Reviewer concluded that both etodolac ER 800mg qd and
etodolac ER 1200mg qd were generally comparable with etodolac 400mg tid in relieving the
signs and symptoms of osteoarthritis in patients with OA of the knee for about 8 to 12 weeks.
For treatment beyond 12 weeks, etodolac 400mg tid appeared to be slightly more efficacious that
the 2 doses of etodolac ER. It was suggested that beyond 12 weeks some patients taking ER
800mg qd may aiso need to increase the dosage to ER 1200mg qd. The reviewer determined
that both studies suggested adverse events in the digestive system may be slightly lower in the
ER than in the immediate release formulation.

il. Studies 654-D-323-US; 654-D-357-US; 654-D-358-US; 654-D-370-US; 654-D-371-US
1. Study Designs [Attachment# 1-Page8] : ~ .

These were 5 double-blind, randomized, parallel group studies in outpatients with knee OA.
Those with initial double blind segments were placebo-controlled and compared 2 doses of
etodolac ER (800 mg and 1200 mg QD) with either Naproxen or Nabumetone. Some had a
subsequent single blind segment. All § studies had an open-label extension with etodolac ER for
up to 2 years. o :
The sponsor submitted data for those patients who took a predominant etodolac ER dose of
either 800 or 1200 mg QD. After comparing the number of days a patient had taken each dose
of etodolac ER (800 or 1200), the sponsor determined the predominant dose as that taken for the
higher number of days. These patients received a dose of 800 or 1200 mg QD for at least 185
days (6 months) and continued until the patient discontinued or changed dose.

2. Sponsor’s Results

With regard to adverse reactions, the sponsor reports, “In comparative trials in 567 patients with
osteoarthritis who received etodolac ER or Lodine (600 to 1200 mg/day), there were generally no
differences in the occurrence of study events. The overall occurrence of Digestive System
events was lower in patients treated with etodolac ER than with those treated with Lodine.
Overall, the incidence of dyspepsia was approximately 46% lower in patients treated with
etodolac ER than those treated with Lodine”. The extended-release fonnulation is being
marketed since 1994 in 11 countries outside the U.S.A., and has not been withdrawn from any
market for regulatory, safety, or marketing reasons. [Vol 1.1, page 109]
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3. Data Examined [Attachment# 2 - Page 9]

The data examined in this review are a pool frcm 5 separate studies of patients who received for
at least 6 months a predominant daily dose of either 800 mg or 1200 mg of etodolac ER. These
patients received varying levels of study drug during the full course of study (double-blind, single-
blind, and then-open-label), but much of the determination for predominant dose was mdncated

during the open label extension period..

Because of the pooling across studies, the mix of treatment periods and blinding, and the lack of
comparator arms (both placebo and active drug comparators such-as Naproxen-and
Nabutemone), formal statistical analyses of between-treatment group comparisons of event rates
and discontinuation rates were not performed. However, this reviewer developed descriptive
statistics in examining occurrence rates for study events and discontinuations of these patients
according to their predominant dose group. The sponsor termed “study event” as “any negative
medical event that a patient experienced during the study, e.g. adverse drug reaction, adverse
experience, treatment-emergent signs and symptoms, new mtercurrent iliness.” [Vol 106
protocol 358] ‘

4. Enroliment and Evaluable for Safety; [Attachment# 2 - Page 9].

Of the 1,654 patients enrolled in Studies 654-D-323;-357, -358, -370, and-371, 779 (47%)
received a predomlnant dose of 800 mg Etodolac ER and 875 (53%) received 1200 mg. As
would be expected in populations of osteoarthritis patients, there were more women (1,143 or
69%) than men (511 or 31%). Slightly more females and males received the predominant dose
of 1200 mg etodolac ER; 607 females (37%) and 268 males (16%) received 1200 mg, whereas
536 females (32%) and 243 males (15%) received 800 mg. The patient enroliment was
predominantly Caucasian (1,464 or 89%), although 143 were of black (9%) and 47 were of other
(3%) ethnic origin. Fifteen percent of the patients receiving 800 mg dose were 40 to 60 years of
age and 31% were greater than 60 years-old;-whereas 20% of the-1200-mg dose group were 40
to 60 years of age and 32% were greater than 60 years old.

5. Dlscontmugtlon from Study: [Attachments # 3 & 4 - Pages 10 11 ]

The comparisons of reported. reasons for discontinuation are between the.800 mg and 1200 mg
doses of etodolac ER, and do not include any comparatlve data for patients recelvmg placebo or
active comparator agents. : T

“Patients from the 2 dose groups discontinued from study at approximateiy the same rate, with

‘the highest-pereentage-of dropeuts-(24%-fer-both-groups-realized-in the-first shxmenths: The

primary reason for discontinuation was unsatisfactory efficacy response with a significantly higher
rate of discontinuation seen in the 1200 mg dose group; during the first 6 months of study 11% of
the 1200 mg patient group and 6% of the 800 mg dose group discontinued due to unsatisfactory
response with regard to efficacy. An additional 9% of the patients in both groups discontinued
due to adverse experiences, most of which-occurred during the first 6 months of study. There
were also comparably high discontinuations for administrative requests (7%) and patient
requests (3%). The remaining discontinuations from study were reported as other
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medical/nonmedical events (5% for each group), protocol violations (2% for each group), and
failure to return (1% for each group)

Deaths:  One death occurred in the 800 mg dose group and 4 in the 1200 mg dose group. All
patients were over 60 years of age; diagnosed with degenerative joint disease of the knee:
under study for-more than 6 months; and determined to have died from causes unrelated to
study drug. The 800 mg etodolac ER patient, #3574-0026, was a 72 year old white male who
was on study for 423 days and died of meningitis. Of the 4 patients receiving 1200 mg etodolac
ER, #35811-0019 was a 69 year old white male on study for 214 days with cause of death, acute
cardiac dysrhythmia. The second patient, #37007-0026, was an 81 year old white male on study
for 261 days who died of congestive heart failure and pneumonia. The third, #37013-0018, was
a 77 year old white male on study for 469 days whose cause of death was gastrointestinal
carcinoma (liver cancer). The fourth 1200 mg patient, #37115-0004, was a 64 year old female of
other ethnic background who was on study for 212 days and died of a myocardial infarct during
her sleep.

6. Adverse Experiences: [Attachments#5-7-Pages 12-24]

A total of 5,135 adverse experiences (one incident per patient although multiple incidences at
times occurred). were reparted for the 1,654 patients in both dose groups.

800 mgq Dose Groug Of the 779 patients receiving 800 mg =todolac ER, 638 or 80% reporte&
2,393 adverse experiences (47% of all experiences reported’, 871 or 36% of which occurred
during the first 6 months of study and 1,522 or 64% after 6 months on study. Of these 779
patients who were evaluable for safety, 411 or 53% reported treatment-related adverse
experiences and 154 or 20% discontinued for reasons associated with the adverse experiences.

One death occurred after 6 months on study. Of the 2,393 experiences reported by this 800 mg
patient group, 2,259 or 94% were deemed as treatment-emergent side effects. Two hundred
nine (209) or 9% were severe, 1047 or 44% were moderate, and 1137 or 47% were mild. Eight
hundred eleven (811) of the adverse experiences were deemed drug-related (10 definitely and
801 possibly/probabiy) with 437 or 54% occurnng dunng the first 6 months and 374 or 46%
occurring after 6 months. on study. — - —. . —_

Of the 2,393 adverse experiences reported, 1,083 or 45% persusted 1,056 or 44% required that
specific therapy be given to the patient; 338 or 14% required other action such as’
hospitalization;.232 or 10% required discontinuation from scheduled.study plan; 125 or 5%
required temporaty stoppage of study dmg, and 19 or less than 1% requured reductlon in dose of
study drug. - e . B

The highest incidence of adverse experiences was 634 or 26% seen in the digestive system for
which-7-reports-were-deemed definitely drug-related and 443 probably/possibly related. Forty-
seven or 2% were classified as severe, 244 or 10% moderate, and 343 or 14% mild in severity.
Six hundred eleven (611) or 26% were considered treatment emergent side effects. Three
hundred ninety-three (393) disappeared, whereas 241.persisted. : -

The second most prevalent incidence was 311 or 13% reported under the nervous system. One
was definitely related and 97 were probably/possibly related. Twenty-five (25) were severe; 123
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or 5% were mode.rate; and 163 or 7% were mild in sevérity.

Of the 2,393 adverse experiences, 10 or less than 1% were deemed definitely related to etodolac
ER (7 definitely-related incidences occurred in the digestive system). However, 801 or 33% were
ccensidered probably/possibly related to study drug. Of these, 443 occurred in the digestive
system, 97 in the nervous system, and 62 in the metabolic and nutritional systems.

1200 mg Dose Group Of the 875 patients receiving 1200 mg etodolac ER, 738 or 84% reported
2,742 adverse experiences (53% of all reported), 845 or 31% of which occurred during the first 6
months on study and 1,897 or 69% after 6 months on study. Of these 875 patients who were
evaluable for safety, 445 or 51% reported treatment-related adverse experiences and 128 or 15%
discontinued due to the adverse experiences.

Four deaths occurred after 6 months on study. Of the 2,742 experiences reported by the 1200
mg patient group, 2,594 or 95% were deemed as treatment-emergent side effects. Two
hundred seventy-six (276) or 10% were severe; 1253 or 46% were moderate; and 1213 or 44%
were mild. Eight hundred twenty-one (821) of the adverse experiences were deemed drug-

* related (13 definitely and 808 possibly/probably) with 396 or 48% occurring during the first 6
months and 425 or 52% occurring after 6 months on study.

Of the 2,742 adverse experiences reported, 1,233 or 45% persisted; 1,253 or 46% required tl’ét
specific therapy be given to the patient, 404 or 15% required other action such as ’
hospitalization; 193 or 7% required discontinuation from scheduled study plan; 113 or4%
required temporary stoppage of study drug; and 11 or less than 1% required reduction in dose
of study drug.

Again, the highest incidence of adverse experiences was 649 or 24% seen in the digestive
system for which 10 reports were deemed definitely drug-related and 426 probably/possibly
related. Sixty or 2% were classified as severe, 257 or 9% moderate, and 332 or 12% mild in
severity. Six hundred twenty-six (626) or 23% were considered treatment emergent side effects.
Three hundred eighty-five (385) disappeared, whereas 262 persisted.

Of the 335 or 12% of adverse experiences reported under the nervous system, none were
definitely related and 91 were probably/possibly related. Twenty-eight (28) were severe; 143 or
5% were moderate; and 164 or 6% were mild in severity.

Of the 2,742 adverse experiences, 13 or less than 1% were deemed definitely related to etodolac
ER (10 definitely-related incidences occurred in the digestive system). However, 808 or 29%
were considered probably/possibly related to study drug. Of these, 426 occurred in the digestive
system, 91 in the nervous system, and 86 in the metabolic and nutritional systems.
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7. Adverse Experiences - Digestive §yst_ej;: [Attachments # 8 & 9 - Pages 25- 21]

Of the. 1,283 adverse experiences classified under the Digestive System, 634 occurred in
patients receiving 800 mg etodolac ER and 649 in those in the 1200 mg dose group. Most cases
were moderate to mild in severity, with comparable incidence between dose groups: 587 cases
in the 800 mg group and 589 in the 1200 mg group.

Abdominal pain exhlbuted the highest incidence in both dose groups: a total of 189 cases
distributed as 25 severe cases reported by 11 patients receiving 800 mg and 14 receiving 1200
‘mg; 98 moderate cases reported by 56 patients receiving 800 mg and 42 patients receiving
1200 mg; and 66 mild cases reported by 29 patients receiving 800 mg and 37 patients receiving
1200 mg.

Other digestive system events of noteworthy yet still comparable incidence between the 2
dosage groups were:

diarrhea (227 cases: 108 or 14% in 800 mg group and 117 or 14% in 1200 mg group);
dyspepsia (215 cases: 107 or 14% in 800 mg group and 92 or 11% in 1200 mg group);
nausea (121 cases: 60 in 800 mg group and 61 in 1200 mg group);

constipation (81 cases: 42 in 800 mg group and 39 in 1200 mg group)
flatulence (70 cases: .3S5.in 800 mg-group-and 35.in-1200-mg-group);
abnormal liver 5
function tests (46 cases: 16 in 800 mg group and 30 in 1200 mg group). o

]

There were also reports of anorexia; colitis; dry mouth; eructation; esophagitis; gastritis;
gastroenteritis; gatrointestinal disorder; mouth ulceration; vomiting; abnormal stool; and
rectal hemorrhage.

8. Patients Rece;vmg gtodolgc §B for at Ieast 6 month

Of the 834 patients remaining.on study for at least 6 months,.369.ar 44% were receiving.a
predominant continuous daily dose of 800 mg etodolac ER, and 465 or 56% were receiving 1200
mg etodolac ER. Both dose groups show a comparabie rate of discontinuation, i.e. 67% patients
remaining 6 months into study for each group discontinued. However, there was again a greater
percentage of those receiving a predominant dose of 1200 mg who discontinued for reasons of
unsatisfactory response in efficacy—Twenty percent of the-1200-mg-patient-group-versus-14% of
the 800 mg group discontinued for lack of efficacy. More patients receiving 800 mg etodolac ER

reported adverse expefiences during-this-time-period;- 20%-of-the- BGOmg-gfoup-dtsoontmued due
to adverse experiences versus 14% of the 1200 mg group.

ill. Reviewer’s Overall Comments
This Reviewer's comparisons of safety data with regard to reasons for discontinuation and
adverse experiences are between the daily 800 mg and 1200 mg doses of etodolac ER for the
entire time period in which study drug was taken;i.e: this review is-an examination of safety data
for drug taken during the first 6 months and after 6 months. A greater percentage of patients
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receiving a predominant dose of 1200 mg ER discontinued for reasons of unsatisfactory
response in efficacy (198 or 23% cf the 1200 mg group versus 127 or 16% of the 800 mg group).
However, more patients receiving 8C0 mg etodolac ER discontinued due to adverse experiences
(154 or 20% of the 800 mg group versus 128 or 15% of the 12G0 mg group).

This examination of safety data does not include any comparative data for patients receiving
placebo or active comparator agents. Therefore, the comparability between dosage groups with
regard to incidence rates of adverse experiences and discontinuation rates does not imply an
acceptable safety profile.

This Statistical Reviewer's examination of this submission is in agreement with the spornisor's
conclusion in that the 1200 mg daily dose of etodolac ER appears to be comparable to the 800
mg daily dose with regard to discontinuation rates and incidence of adverse experiences.
However, the overall safety and efficacy profiles for both desages reveals areas of concern. The
number of patients discontinuing for reasons of unsatisfactory response in efficacy, and the
number of adverse experiences and discontinuations due to adve(se experiences, patient
requests, and failure to return generates reasonably serious concern regarding a decision on

approval.
/8/

Lillian Patrician, MS, MBA
Mathematical Statistician

K]

I3 glieiag
Concur: Stan Lin, Ph.O

Statistical Team Leader

Archival: Orig. NDA 20-584 and NDA 18-922

cc: Related
HFD-550/File
HFD-550/DelLap
HFD-550/Hyde
HFD-550/Witter -
HFD-550/Koemer- - -----" "~ e
HFD-725/File
HFD-725/Patrician
Chron. .

This report has a total of thirty-one [ 31 ] pages including nine [ 9] attachments.
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Summary Data for

NDA 20-584 / SO003
Lodine XL (Etodolac ER)

Attachment # 1

U.S. Efficacy and Safety Studies using 1200 mg/day

Study Design Title of Protocol Regimen: Enroliment
Comparison of Safety and Efficacy of Two Doses of etodolac SR BOOmg qd:
654-D-323 | Double-blind, double-dummy, | Etodolac Sustained Release (Etodolac SR) Tablets etodolac SR 1200mg qd
randomized, multicenter, versus Conventional Etodolac Capsules in Patients etodolac 400 mg tid
parallel group in outpatients with OA of the Knee
with knee OA
Double-blind, Placebo-controlled Comparison of Safety |( etodolac ER 800mg qd
654-D-357 | Double-blind, double-dummy, | and Efficacy of Two Doses of Etodolac Extended etodolac ER 12C0mg qd
multicenter, randomized, Release (Etodolac ER) Tablets with Naproxen followed naproxen 500mg bid
parallei group, placebo- by Open Label Extension with Etodolac ER for up to Placebo
controiled in outpatients with | Two Years in Patients with OA of the Knee
knee OA .
L 2
Double-blind, Placebo-controlled Comparison of Safety | etodolac ER 800mg qd
654-D-358 | Double-blind, double-dummy, | and Efficacy of Two Doses of Etodolac Extended etodolac ER 1200mg qd
multicenter, randomized, " | Release {Etodolac ER) Tablets with Nabumetone nabumetone 1500 mg bid
parallel group, placebo- followed by Open Label Extension with Etodolac ER in Placebo
controlled in outpatients with | Patients with OA of the Knee
knee QA
Double-blind, Placebo-controlled Comparison of Safety | etodolac ER 800mg qd
654-D-370 | Double-blind, double-dummy, } and Efficacy of Two Doses of Etodolac Extended etodolac ER 1200mg qd
muiticenter, randomized, Release (Etodolac ER) Tablets with Naproxen followed naproxen 500mg bid
parallel group, placebo- by Open Label Extension with Etodolac ER in Patients Placebo
controlled in outpatients with | with OA of the Knee
knee OA '
Double-blind, Placebo-controlled Comparison of Safety | etodolac ER 800mg qd
654-D-371 | Double-blind, double-dummy, | and Efficacy of Two Doses of Etodolac Extended etodolac ER 1200mg qd

muiticenter, randomized, ... .
parallel group, placebo----
controlled in outpatients with
knee OA

Release (Etodalac ER).Tahlets with Nabutemone _
-followed by Open Label Extension of Etodolac ER in
Patients with OA of the Knee

nabumetone 1500 mg bid
Placebo
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NDA 20-584 / S003
- _ Lodine XL {Etodolac ER) 4
Summary of Patient Disposition for Open Label Extensions of 5 Studies

Attachment # 2

Studies 654-D-323 /-357 / -358 / -370 / -371
Number of Patients 800 rﬁg/day 1200 mg/day Total
<6 mo >6 mo Total (%) <8 mo >6 mo. Total (%) <6mo >6mo Total
(%)
# Enrolled 410 369 | 779 (47 410 465 | 875(53) 820 834 | 1654
. (100)
Protocol - 323 86 47 | 133(08) 80 32 112(07) 166 79 245
Protocol - 357 102 26 | 128(08) 89 29 118 (07} 191 55 246
Protocol - 358 70 116 | 186(11) 86 148 | 234 (14) 156 264 | - 420
Protocol - 370 73 111 | 184(11) 76 123 198 (12) 148 234 382
Protocol - 371 79 69 | 148 (09) 80 133 213(13) 169 202 | 361
# Evaluable for Safety 410 369 | 779(47) a0 | 465 | 875(53) 820 834 | 1654
s

# Completed 01| 2881 259(16) 001 286 287 (17) 002" 544 | 546
I completers 409 111 | s20(31) 408 } 179 588 (36) 818 290 | 1108
» _.aths 0 1 1 0 4 a 0 5 5
# Patients with Any AE 309 329 | 638(39) 302 436 | 7381(45) 611 765 | 1376
w Trt-related AE 226 186 | 411 (25) 206 239 | 445(27) 432 424 | 856
w AE Discontin 123 31 | 154 (09) 99 29 128 (08) 222 60 | 282
# Males 122 121 | 243(15) 122 146 | 268 (16) 244 267 511
# Females 288 248 | 536(32) 288 319 | 607(37) 576 567 | 1143
# Age < 40 years 5 7 12(<1) 4 9 13(<1) 9 16 25
# Age 40 - 60 years 136 118 | 253(15) 138 193 | 331 (20) 273 S 3n 584
| o Age > 60 years 270 244 | 514(31) 268 263 | 531(32) 538 507 | 1045
# Caucasian 367 327 | 694 (42) 358 412 | 77047 725 739 | 1464
# Black 28 31 59 (04) a1 43 84 (05) 69 74 143
# Other 15 11| 2602 1 10 21 (01 26 21 a7

s+« parcentages are in terms of all patients in both 800 mg and 1200 mg dose groups.
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NDA 20-584 / S003 Attachment # 3
Lodine XL (Etodolac ER)
Summary of Patient Discontinuations for Open Label Extensions of 5 Studies

Studies 654-D-323 /-357 /-358/-370/-371

Number of Patients 800 mg/day 1200 mg/day Total

<6 mo (%) >6 mo (%) | Total (%) | <6 mo (%) >6 mo (%) | Total (%) <6mo >6mo | Total
# Enrolled _ 410 (53) 369 (47) “'gg 410 (47) 465i53) | 875 (100) 820 834 | 1654
# Completed . ) 1(<1) 258 (33) 259 (33) 1(<1) 286 (33) 287 (33) 2 544 546
# Noncompleters 408 (53) 111 (14) 520 (67) 409 {47) 179 (20) 588 (67) 818 290 1108
# Deaths ' 0 1 1 0 a 4 o 5 5

Reasons for Discontin

- Unsat Efficacy Resp 93 (12) 34 (04) 127 (16) I 116 (13) 82 (09) 198 (23) 209 116 328

- Adverse Reaction 123 (16) 31(04) | 154 (20) 99 (1) 29 (03) 128 (156) | 222 ;§0 282

- Admin Request ] 93 (12) 2(<1) 96 (12) 116 (13) 3(<1) 118 (13) 208 5 213

- Other Med Event 38 (05) 24 {03) 62 (08) 27 (03) 33 (04) 60 (07} 66 57 122
atient Requoét 45 (06) 14 (02) 59 (08) 32 (04) 17 (02) 49 (06) 77 31 108

B - Protocol Violation 26 (03) 12 (02) 37 (05) 24 (03) 23 (03) 47 (05) 49 35 84
- Failed to Return 8 (01) 7(<1) 16 (02) 14 (02) 10 (01) 24 (03) 22 17 39

- Non-Med Event 15 (02) 6(<1) 20 (03) 10{01) S{<1) 15 (02) 2 | 10 3%

# Patients Discond
By Month_to_Disc

< 1 Month 184 (24) o| 18a2a| 178120 1(<n | 179(20%) | 362 1] 363
1- 3 Months s9013 | o| 9903 96 (11) o| os11% | 198 o| 185
3- 6 Months 16018 | o 1sus | 12004 | o 120014% | 235 o| 235
> 6 Months 1mon |  1m1aae ] 12206 15020 | 178(200 | 193(22%) 26| 289 318
6- 12 Months 1101 66(08) | 77010) 161020 | 110013) | 125014%) | 26| 178 [ 202
> 12 Months 0 4a6(08) |  45(06) 0 68(08) | 68(08%) of 13| 13

**+ Percentages are in terms of each .etodolac ER dose group.
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% Patients

_ .NDA 20-584 / S003 - Attachment # 4
Lodine XL (Etodolac ER)

Summary of Discontinuations for Double-Blind_and Open Label Extensions

Percentage of Patients Continuing on Study

Percentage of Patients Discontinuing
by Months into Study

100 Across Entire Course of Study

80

60

40

20 i
o 800 mg : 1200 mg

[ A N R S | T 7

‘0’1 '2 '3 '4 'S '6 '7T '8 '9'10'11'12'18'24
Months into Study

Lack of Efficacy
- Adverse Experience
. Admin/Patient'Request
L - Med/Nonmed Event
L

Protocol Violation

800 mg —_— izoo mg

** The 6th and right-most group
reflected in the above bar chart is
777 " "Failed to Return”

APPEARS THIS WAY
ON ORIGINAL
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NDA 20-584 / S003

Lodine XL (Etodolac ER)

Attachment # 5 '

Summary of Adverse Experiences - Double-Blind + Open Label Extensions

Studies 654-D-323/-357/-358/-370/-371

Number of Patients 800 mg/day - 1200 mg/day Total
<6 mo (%) >& mo (%) Total (%) <6 mo (%) >6 mo (%) Total (%) <6mo >6mo Total
# Enrolled 410 (53) 369 (47) 779 (100) 410 (47} 465 (53) 875 (100) 820 834 | 1654
# Completed Study 1 258 259 (33) 1 286 287 (33) 2 544 546
# Noncompleters 409 (53) 111 (14) 520 (67) 409 (47) 179 (20) §88 (67) 818 290 1108
# Patients with AE 308 (40) 329 (42) 638 (82) 302 (38) 436 (50) 738 (84) 611 765 1376
# w Trt-related AE 226 (29) 185 (24) 411 (53) 206 (24) 239 (27} 445 (51) 432 424 856
# Discontd due to AE 123 (16) 31 (04) 154 (20) 99 (11) 29 (03) 128 (15) 222 80 282
# Adverse Experiences 871 1522 2393 (100) 845 1897 | 2742(100) 1716 3419 | 5135
- Severe 92 117 209 (09) 103 173 276 (10) 195 290 488
. Moderate 388 662 1047 (44) 377 876 1253 (46) 762 1838 | 2300
- Mild 394 743 1137 (48) 365 |, 848 1213 (44) 759 'gss1 2350
# Treat-emergent AEs 814 1448 2259 (94) 790 1804 2594 (95) 1604 3249 4853
'g-related AEs 437 374 811 (34) 396 428 821 (30) 313 798 | 1632
Definitely related 5 5 10 8 5 13 13 10 23
- Possibly related 320 332 652 301 375 676 621 707 | 1328
- Probably related 112 37 149 87 45 132 199 82 281
- Not related 434 1148 1582 449 1472 1921 383 2620 | 3503
# Deaths 0 1 1(<1) 0 4 4(<1) 0 5 5
# Outcomes Persisted 368 715 1083 (45) 88 845 1233 (45) 756 1560 2316
# Outcomes Disappeared so3| 808 1308(s8) | as7 1048 | 1503 (S5) 960 1881 | 2811
# AEs requiring Action
- Study Plan Discont’ 188 - 232 (10) 137 58 193 (07) 325 100 425
- Drug Stopped Temp 39 76 125 (05) 52 61 113 (04) 91 137 238
- Drug Dose Reduced 4 15 19 (<1) 2 9 11 (<1) 6 24 30
- Specific Therapy Req 37 739 1086 (44) 303 950 1253 (46) 620 1689 | 2309
- Other Action Required 106 232 338 (14) 99 308 404 (15) 208 537 742
- No Action Required 322 538 860 (36) |~ 353 673 |~ 1026 (37) 675 1211 1886
*** Percentages are in terms of each etodolac ER dose group.
PATRICIAN [N20584 / S003 statrpt] Page 12 Lodine XL [etodolac ER]




NDA 20-584 / S003 Attachment # 6
Lodine XL (Etodolac ER) 800 mg Dose Group
Summary of nghest Incidence Adverse Experiences for Each Predominant Dose Group

- - - - —— - A B = P Dy - - - - - - - - - - . - - - S > - o - . . - - - - -

| | < 6 MONTHS | > 6 MONTHS | TOTAL |
| ETODOLAC E§ 800 | m——mmemacana fmmmmrmm—ca—— e nanee- |
! | | % | | % ¢ [ % |
R ettt cmemmmmme R + - ——— —1
| TOTAL ADVERSE EX?ERIENCES | 871| 36| 1522| 64| 239311001
T el e P L D tmm————— tmmmpmmm————— - +===|
| SEVERE | TOTAL |- o921 41 - 1171 5| 209) 9|
| | mmmmmvemm————————— D T LT R $mmmpmm————— -
| |DIGESTIVE SYSTEM | 28| 1} 191 14 471 2}
{ | mmmemme e mm e tom————— e DT B S po—
| | MUSCULOSKELETAL | 204 1] 271 1i 47] 2|
[ memmemeeem e ———— fmmmmeecmcm————————— bmm——————— $ommpomm e mmefrm e —————— +oma
| MODERATE | TOTAL | 385 16| 662 28| 1047| 44])
] : T tmmmr e s ittt s e T ===}
| |DIGESTIVE SYSTEM { 1221 S| 122{ 5S¢ 244\ 10}
i [T tmmm———— $mmmbmm e ommpemmm———— $oma|
| |BODY AS A WHOLE | S0| 2| 951 4| 145| 6l
i | mmmecmeemm e ———n bmmmm——— T T T tomapmmmm— -]
| | MUSCULOSKELETAL | 401 2] 98| 4| 1381 6|
i | m—m———— —————————— e $ommm e L TR e
! | NERVOUS SYSTEM | S1y 24 721 314 1231 S|
| |memmemcencar e ————— S T T TP S |
| |RESPIRATORY SYSTEM | 281 1} 99 4i 1271 5|
! | mmm—m—————— cmmmmm—— $ommmmm—— O T b —— TR
| |METABOLIC AND | | | f | | |
| | NUTRITIONAL 1 171 11 301 1i 471 2|
s e CEE PP L T LT T $omepmmmm———— tomepm oo ——— b=
{MILD |DIGESTIVE SYSTEM { 147| 6] 1961 8| 3431 14|
i | seemm—— ——mmvmcenn—— pomcm———— O s LT R $e—=|
| | NERVOUS SYSTEM | 66| 3I 971 &I 163§ 7|
| | reemmmmmmm— e —————— tommm——— $ochmmm————— o ——— b=
| |RESPIRATORY  SYSTEM |- 271 1} 1034 41 130f Si
\ |emmm——mm—c—————— e~ tommm——— e O T
| |BODY AS A WHOLE I 281 1§ 701 3| 94) 4|
i | rmmmm———— m———————— $mmm————— s B T =]
| | MUSCULOSKELETAL } 161 1) 671 3| 831 3|
. |mmmm———— cm——————— N T B ===}
i | SKIN AND APPENDAGES| 27t 1} 501 2} 771 3}
| | ——— ——pommm——— e e TR -
| IMETABOLIC AND | l | | | | I
| | NUTRITIONAL | 23§ 1} 351 1| 58] 2|
| i T T ST fmmepmm—————— -]
I -+, -: |SPECIAL SENSES - | 161 1) 351 11- -+ 51 21
| | mmmemmenc e ——— —hmmmmn S — . Fo—
) | UROGENITAL SYSTEM -t~ ~~-~-2%1--1} "~ 371 24 581 21
jmmmmm—mmm— e m e O et E LS bom—m——— O tommpmmm————— -]

PATRICIAN [N20584 / S003 statrpt] Page 13 Lodine XL (etodolac ER]



. NDA 20-584 / S003 ' Attachment # 6
. Lodine XL (Etodolac ER) 800 mg Dose Group .
Summary of Highest Incidence Adverse Experiences for Each Predominant Dose Group

| | < 6 MONTHS | > 6 MONTHS | TOTAL |
| ETODOLAC ER 800 |~ tommm e o e e |
] | I % | I & 1% |
| == === m e e m oo e m oo omomeeo + === ---1 ---1
| DRUG RELATED | TOTAL | 51 0} 51 01 101 0}
[ e b Y Y B e et T e ———— +e—e]
|DEFINITELY |DIGESTIVE SYSTEM | 4] 0| 31 0l 71 0}
| ‘ N tmmmem——— dmmipmmm————e tmmmbmmem———— Fo—
! IMETABOLIC AND ! o (. ([
! |NUTRITIONAL t ot ol 21 ol 21 0f
| | mmmmmm e ————————— tmm————— D et tommbmmo e =]
| | NERVOUS SYSTEM | 1l 0l 0| 01 1 0}
e $omcccmme e ———— s e D Dt TR B
| PROBABLY/POSSIBLY |TOTAL | 432] 18] 369| 15} 801| 33|
| | mmmmmmm— e dommmm——— e e . |
| |DIGESTIVE SYSTEM | 2361 10! 2071 9| 4431 19|
! R bom—————— S D Dt SRS ===}
| IMETABOLIC AND | | f | ! | |
§ | NUTRITIONAL | 341 14 281 1| 62| 3i
| [ e R R L T |
{ | NERVOUS SYSTEM . l S51 2| 421 21 971 4|
| mmmmcm e tommm .. D L DT s T . t Th T .
| TREATMENT EMERGENT | TOTAL i 814 34| 1445| 60| 2259 94|
| | mmmmcm e pmm————— e R +==]
| |DIGESTIVE SYSTEM | 2881 12| 323| 13| 611| 26]
[ e . bmm—————— D it e P R e e |
| | NERVOUS SYSTEM | 122] 5| 1751 71 2971 12}
! |m—————— D dm——————— B kT o
| |BODY AS A WHOLE | 781 31 1751 71 2531 11|
l | = e ece————— e ——— e Sttt S bttt -]
| |RESPIRATORY SYSTEM | 551 2| 207t 9l 262} 11|
| [ ————- tmm—————— it TR D T T N
| | MUSCULOSKELETAL | 701 3| 181 8l 251( 101
| [ $ommmmeen et T +===]
i | CARDIOVASCULAR | 381 2| 761 3| 1141 5|
| jmmmm e ———— tmm————— D T e ——— o
} | SKIN AND APPENDAGES | 481 2} 701 3] 1181 5|
| T $ommmmmm— T R et e +===|
{ | SPECIAL SENSES | . 27y 14 61| 3¢ 88| 4|
| | —m————— m———e——————— tm—————— D s Fommbmm i ——— ==
| |UROGENITAL SYSTEM | 31| 1| 68 3| 99| 4|
] i (e pmm——————— S Sttt Sttt At |
| |METABOLIC AND | . | | N A | |
| | NUTRITIONAL | 381 2] 581 2| 961 41
] R D i s et L e TR PP Y|
| | HEMIC AND LYMPHATIC| 12 1} 25| 1) 371 2}
I e Y —————————— tmmm———— e D e T 4=~

PATRICIAN [N20584 / S003 statrpt] Page 14 Lodine XL [etodolac ER]
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NDA 20-584 / S003 Attachment # 6
- Lodine XL (Etodolac ER) 800 mg Dose Group
Summary of Highest Incidence Adverse Experiences for Each Predominant Dose Group

- ——— - — " S W " - — - " - - - - - = = - - - - — - - - -

| | < 6 MONTHS | > 6 MONTHS | TOTAL |
| ETODOLAC ER 800 [====—==—eme- $rmmmmmmem e ittt l
i | | % ) 1% | | %
| w==m=mmmmmmmmmeeemmeme oo oo os + -—-1 -=-1 -=-
| DEATH | TOTAL ] ol o0 1l ol 1] o1
| (Rl kL Ll e m———— b —— R D el L |
| {NERVOUS SYSTEM | ol ot 1 ol 11 ol
| ==mmmme e~ e e L L L L LT LT et LT S ===
|DISAPPEARED | TOTAL | 503} 21| 805) 34| 13084 55|
| . Bt L EEE L T T e e e Fm b ————— =]
| IDIGESTIVE SYSTEM | 199 8| 1941 8| 393| 161
|=wmecmmmcneee EEE Tl L L e L T el B et ket L T L L e T T +===|
| PERSISTED | TOTAL | 3681 15| 715| 30| 1083} 45|
{ | s mmemcm e scan—- T om—pmmm————— et DU S
] |IDIGESTIVE SYSTEM | 98| 4| 143 6| 2411 101
| R e Tt 2 v————— pommmcm- D et S -
| | MUSCULOSKELETAL ! a8 2 108| Si 152 6|
| R R e S R R e e ===
| |NERVOUS SYSTEM { 55| 2} 90| 41 1451 6|
| | ———————— D B e et S S e |
] |RESPIRATORY SYSTEM | 321 1 921 4| 124] S)
| [ et L P —— Rttt T ettt T e |
| |BODY AS A WHOLE | 21| 1| 571 2| 78] 31|
| | mmmmmm e e ne E S e L S e L R LT ==
| | CARDIOVASCULAR ! 211 1] 43 2| 641 3|
\ L e e e s e e Tt ===
| {METABOLIC AND | ] | 1 I ! |
i | NOTRITIONAL | 26] 1) 471 2| 731 31
| |=mmm——em— ————————— e temepmm e b mmpm e ———— -]
| | SKIN AND APPENDAGES | 28] 1| 38| 2) 661 3|
} | mmmmr e e e = S e pm e ———— o mmp e ———— -
| | SPECIAL SENSES | 101 0] 29| 1] 391 2
| R L e L Lt T B e L et DL LD Sl
| |UROGENITAL SYSTEM | 191 14 341 11 531 21
| —=m—rmme e e —- e L L D L L L L T o ———— et S L L P S bt TEL LT Rt |
APPEARS THIS WAY
ON ORIGINAL
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NDA 20-584 / S003 Attachment # 6
Lodine XL (Etodolac ER) R00 mg Dose Group '
Summary of Highest Incidence Adverse Experiences for Each Predominant Dose Group

- e D D O D D P D L A e e T D = D . e - = - A = = = — - - o - - - =

| | < 6 MONTHS | :- ¢ MONTHS | TOTAL I
] ETODOLAC ER 800 | mmm——— —————— e v mmm———— bm—————— —————— l
! - ! | % | I % | I % |
| mmwm s e e m e + ===l ——=! -~=1
{BODY AS A WHOLE [ TOTAL | 841 4) 182 8| 266 11|
] Rt s Fomemm—e i Lt DTS +===|
| IMILD | 241 1y 701 34 941 41|
1 T ettt temme e et ST D R +===|
| | MODERATE | 501 2] 95| 4| 1451 6]
| R e $m———m - LA L L P LD TR $o—=]
1 | SEVERE | 101 04 17 1} 271 1}
| R e s E T R T
) |DEFINITELY | o1 0 of 0} 01 0l
i et T Pommm e e e et Rttt +===)
) | NOT | 751 31 1701 71 245) 10|
| R D B e it S TP SR )
| | PROBABLY,/POSSIBLY | S| 0| 121 1] 211 1}
\ It o m———— $mmmpmveme——— L ettt ———}
I | TREATMENT EMERGENT | | | | | | |
| e inintibebit ! l | | | | |
| | NO ] 6| 0l 71 0l 131 1
| jemmmmm—mm—emcm——ea T s S -]
| | YES | 781 31 1781 7 253| 11|
{ T bttt e 2 et ettt B e Rt -]
| | OUTCOME | | | | | | |
| |==mmmenrrec e m e | | | | | | l
| | DISAPPEARED | 631 3I 125) 5| 188| 8¢
{ e e Rt e et SEE LT Dt ST P PR |
| | PERSISTED | 211 1| 571 2| 781 31
| ~=mmmmmmcmcmccn e e ittt ocmm———— et EEE TR $mmmpmcmm——e o]
{DIGESTIVE SYSTEM |TOTAL i 297 12| 3371 14) 6341 26|
I | m=wemracmccac e e T R T mmmpmm e ——— to——|
) | SEVERITY CODE ! I I [ P
| |==memmer e cneee | 1 | | | | !
I |IMILD | 1471 6| 196 8] 3431 14|
| (BRI T et S L e et T mmrpm e ——— -]
| | MODERATE | 122] 5| 122 5| 244\ 10}
| [ e o m B e ke D e et |
| | SEVERE { 281 1| 19 1} 471 2]
{ R e L T s L T N L T et S L L L D ===
| | DEFINITELY | 41 0l 31 0l 71 0}
1 [T Pm—wm———— s e e +—|
i INOT | 571 2] 1271 51 1841 8}
| ) R A T e T to—mpmmmmme— P —— -]
| IPROghBL?/POSSIBLY } 236] 10} 207) 9 443 1891
| L e L et P mm o= et TEEEL LR
] | TREATMENT EMERGENT | 1 1 i ! 1 !
| e e —— B Lo I Lo
| IRO | 91 0j 14) 1t 23| 11
| [ tomm———— D St oo m - ===
1 | YES } 2881 12| 3231 13} 611{ 26|
] | e c e e T L D s b L L e |
| | OUTCOMB | | | ! | | {
I | ===—mmmmemmooeeee | (R [ .
| | DISAPPEARED | 199{ 8{ 194 8¢ 393( 16|
| R e L E L $memm——— D it L LT b m e ——— Ll |
| | PERSISTED | 98| 41 142 6| 241 101
| mmemmecc e cc e~ o r e c e n e m————— pm——————— et et T L e ———— m—=|
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NDA 20-584 / S003 Attachment # 6
Lodine XL (Etodolac ER) 800 mg Dose Group
Summary of Highest Incidence Adverse Experiences for Each Predominant Dose Group

- ——— - — - - D B WD W T > > D D~y 85 TP e - - — - - T = T - W A P W - v . " - -

| | < 6 MCNTHS | > 6 MCNTHS | TOTAL |
| ETODQLAC ER. 800 1 e e S m— v ————— \
l ! [ W 1 %! I %
et ittt bttt b + | === -]
|HEMIC AND -] TOTAL I 14} 114 251 1) 39 2]
[LYMPHATIC SYSTEM |====--=e---=-me——c-- $ommmmeme e e |
i |MILD | 101 Ol 8l 0| 18| 1}
| R R e R e e et T ——
| | MODERATE | 4{ Of 16 1 204 1}
| T i batn tocmmmeae tommpeme e domepormm———— 4=
| | SEVERE | ol 0l 1] 0] 1] 01
| R et tromm——— e et 4mmmpo e ———— ‘===
| |DEFINITELY { ol 0f ot 0} o 0}
| | == e L $memme e ST E LT R +-==|
| | NOT | 11} 0| 11 0] 221 1)
i R it tom————— Ao — e e =
| | PROBABLY/POSSIBLY | 31 01 14| 1| 171 1§
I | ~memmm— e —————— teemenman T i Fomm b ———— -]
| | TREATMENT EMERGENT | | | { | | |
| R bl b bl { } | | | \ |
| INO - ! 21 o1 01 0Oi 21 0
| | mmmem———— ————————— tom————— St T S el
| | YES | 127 11 251 1} 37 2)
| [ T tmm—————— R et R |
I | OUTCOME I (| P P
i | mmmmmm e | ! i I | | |
| { DISAPPEARED | 31 0i 8} 0 11 o}
| | mmmmmme e e tommemnme L e L T L +=-==]
| | PERSISTED | 11) 0l 171 11 28| 1|
e R et LT e tatata S it e T S S bt et DR ——|
|METABOLIC AND { TOTAL | 431 2| 671 3i 110| 5i
| NUTRITIONAL fo--=- et S R ST et TR R
I IMILD | 23| 1) 351 11 581 21
} T e bm——————— bt et ===
| | MODERATE | 171 11 301 1i 471 2|
| R et L L tommmm——— D e et ,——————— +===|
] | SEVERE 1 31 o1l 21 0} S| 0}
| [ et T et Sttt et P |
| |DEFINITELY | ol ot 2] ol 21 0l
| | ==——- B s b m— e Y e e e e e LT ==
! {NOT | 9 0} 371 21 46| 2}
| | ~==~- et ————— b L e L B S S R =]
| | PROBABLY/POSSIBLY | 341 1) 28| 1| 621 3}
| - [mmm———— B e L bomm————— B s e |
! | TREATMENT EMERGENT | | t t | | |
| | - -1 | | ! | | |
| INO | 51 0} 91 o0l 141 1)
| | mm—e———— m—mmm—e——— bmmm————— S e St attad |
| |YES | 381 21 s8| 21 96] 4|
| [ s e D R S e L e ST |
| { OUTCOMB | | | 1 | | )
| R e ! Lot (I o
| | DISAPPEARED | 171 11 201 1} 371 21
| | === —hmem————— e S D s S e el
] | PERSISTED | 26| 1| 47 2} 731 3\
R b mem e —————— tmmm————— tommdm T e T L |
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NDA 20-584 / S003 Attachment # 6
. Lodine XL {Etodolac ER) 800 mg Dose Group
Summary of Highest Incidence Adverse Experiences for Each Predominant Dose Group

——— A P R R B8 L A = - > B " R T = TR . " D = - — . - S . . - - - - - - - -

| | < 6 MONTHS | > 6 MONTHS | TOTAL |
| ETODOLAC ER 800 T T R —— tocmcmecanc—- tmem—cm—————— i
I . ! (L I %) I %
[t il + --= -—= -==
IMUSCULOSKELETAL | TOTAL | 76{ 3| 192 8} 2681 11|
| SYSTEM | == e e L s it PR PR
| |MILD | 161 1| 671 3| 831 3|
| [ et L T bomem—me et e s et S L L =]
| | MODERATE | 401 2| 98| 4| 138| 61|
| R T e e R $ommmmaaa PR TS L L o m e ——— o=
| | SEVERE | 200 1] 271 1| 471 21
| [t e D T e et R e e ==
| |IDEFINITELY | 01 90l o1 o0l 0l 0]
| e ettt tom—————— S L s e TR |
} |NOT ] 711 3] 1791 7| 250] 10|
| [t e oo b ———— s e |
| | PROBABLY/POSSIBLY | S| 0l 131 1] 18| 1}
| (BT e e —e e ———e L LT L et TS ===
{ | TREATMENT EMERGENT | | i i | i ]
! |==eemommm oo [ oo I o
! INO ! 61 0| 11| 0} 171 1
| R o et e ===
! | YES | 701 3| 181} 8j 251} 101
| | = e $omcm———— L L e rmepmmm e +===]
| | OUTCOME | | | | | | |
| fmmmmmm e e ! ] | | | | |
| | DISAPPEARED | 321 1| 841 4y 1161 5|
| [ et L L T e et DL L LT e e =]
| " | PERSISTED | 44| 2| 108] 5| 152| 6|
| s=mome e - b ————————— o D b B S ==
| NERVOUS SYSTEM | TOTAL | 1271 51 184| 8] 311) 13}
| | =———mmmmm—cc e T D S et T e e T T o=
| |MILD | 661 3i 971 4l 1631 71
| I e T o ——— L L T D ettt =]
| | MODERATE | 511 2] 72 3| 123| 5i
| | memmmm e e L et hmmmpmm e ———— D ettt ===
| | SEVERE | 101 o0} 151 1 25| 1|
] |~—mmecmmcme e O QP omm—pmm e T
| |DEFINITELY | 1} 0| 0| 0Ol 1} 0|
| |m—wmmmmc e e L L et b e m e
| | NOT | 711 3] 1421 6| 2131 91
| IES L LT P e L e B N S ittt ==
] | PROBABLY/POSSIBLY | 55| 2| 42| 2 971 41
| . - [ et T e et D e T b —————— =]
| . | TREATMENT EMERGENT | ! ( | | | |
| | rrmm e —————— | | | | | | ]
| |NO | Y] | 9] 0] 14| 1}
| | =——m————— oo ——— pm—m—————— et et BT |
i | YES t . 122 S| 1751 71 2971 12|
| | rmmm————— e ————— pmmmm——— tommpom e ———— D e e |
| | OUTCOME [ | | | | | |
I R e e Lt ! o (R (I
i | DEATH | 01 ol 1 0l 1] 0)
| | sm—mmmrmm e —a——— L P L toreprmmnm——— |
| | DISAPPEARED ] 721 3| 93| 41 1651 7t
| | e m e —————— tomm e e ——— $mm e m—m———- o
| | PERSISTED | 551 21 901 4| 145| 6|
| s e ———— e tommmmm——— e e it R it +oe=|
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NDA 20-584 / S003
Lodine XL (Etodolac ER) 1200 mg Dose Group
Summary of Highest Incidence Adverse Experiences for Each Predominant Dose Group

Attachment # 7

| | < 6 MONTHS | > 6 MONTHS | TOTAL |
| ETODOLAC ER 1200 | mmmmmmemmenm B T T —— e m—n-—————— (
| l P % | I % | | & |
ittt + === --= ==
| TOTAL | 845| 31} 1897 69i 274211001
[ Rttt tommmmen et it Lt e P e |
|MILD | TOTAL | 3651 13| 848| 31| 12131 441
| | mm———— e cm———— R D e el Tt e
| |IDIGESTIVE SYSTEM | 1311 Si 2017 7| 3321 12|
] | ===mmmmmmc—e e L e B i |
| | NERVOUS SYSTEM | 49| 2} 1151 4| 1641 61
| | =—————— B e tmm————— temmdmmm— e B ——————
| |RESPIRATORY SYSTEM | 411 1) 1071 4| 148) 5|
| | m——mm e — e c— e ——— R i e e el |
| | SKIN AND APPENDAGES| 331 1| 66| 2| 99| 4|
| mmmm———cmeeceaa ——mdmm—m——— tmmmbmmmm———a D |
| |BODY AS A WHOLE | 271 1| 981 4| 125 5l
| | mmm—me—e e ——a e ——— e it TR AN B - P
| |METABOLIC AND | | | 1 I | |
| | NUTRITIONAL | 181 11 71 3| 89| 3|
| R D s e Sttt D R ———]
| | MUSCULOSKELETAL | 19| 1) 68) 2} 87| 3|
| mememe—ce—mcaca——a it DT ST F——em—- e D el
| MODERATE | TOTAL | 3771 141 8761 321 1253} 46l
1 IR Fo——————- e e e Fmmmpm - =]
| |DIGESTIVE SYSTEM | 1261 51 131} 5§ 257 9i
| I pm——————- e e b |
H |BODY AS A WHOLE | 31 1) 1521 6| 1831 71
t R Yom——mmee e S e e T ==
| |MUSCULOSKELETAL | 451 2] 156| 6| 2011 7|
i [ Hm—m————— e s D S =
| | RESPIRATORY SYSTEM | 401 1) 1301 5] 1701 6|
\ R e T L oo s S L e e T ===
| | NERVOUS SISTEM | 43| 2} 1001 4| 143| 5I
\ | mm—————— m————————— e r et m b ——————— tmmmbmrm—— |
| | SKIN AND APPENDAGES)| 231 11 521 2] 751 31}
| |vm——rrmmcccn e nc——- Pm—————— el L e EEtL |
I IMETABOLIC AND "~~~ | - | | | I | |
| | NUTRITIONAL | 241 1| 38| 1| 621 2|
| R e et st ettt ST T PPy
| | UROGENITAL SYSTEM | 171 1) 391 1] 561 2|
[ Tt T s, s LT Y e e P N
| SEVERB | TOTAL" | 103 41 173 6| 2761 10|
! | e s bmmmpmmm————— -]
| |DIS_"I?IVE SYSTEM | 381 14 221 1) 60} 2|
| | mmwm———————— ——————— tm——————— tempmm—————— b mm - =]
| | BODY AS A WHOLE | 101 0l 39 1] 49| 2|
| | mm—————— ————m——m—— T T T T e
| | MUSCULOSKELETAL | 13| o0l 451 21 581 2|
| |- . —hm——————— -t e e il
| | NERVOUS SYSTEM N ar o) - 200 - 1} 281 1|
] | m—mm—m——- ————————— pmm—————— T T s el
| | RESPIRATORY SYSTEM | 81" 0l 141 1) 221 1|
T D E e ———t————— S s B e e
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NDA 20-584 / S003 Attachment # 7
) - Lodine XL (Etodolac ER) 1200 mg Dose Group
Summary of Highest Incidence Adverse Experiences for Each Predominant Dose Group

| | < 6 MONTHS | > 6 MONTHS | TOTAL |
I ETODOLAC ER 1200 |[mmeme——————— $omm————————m b m——m— oo e |
! ] | % | 1% | 1% |
[m==————ee e e e cc e + == -] -—=]
|DEFINITELY | TOTAL ] 81 o0l 51 0| 131 01
I [ el e i e e e DL +-==]
| {DIGESTIVE SYSTEM | 61 0} 41 0] 101 Ol
I [ attatats bm——————— oo et e T +==|
] |BODY AS A WHOLE i 1} 0] 1} 0y 21 0}
I R T tomm———— e T PR tmm—pmm—————— -
| |MUSCULOSKELETAL | 1] 0 01 0} 1| 0|
R ettt e ——— tommm - S et tm—mpmmmm———— S e |
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NDA 20-584 / S003 Attachment # 7
Lodine XL (Etocdolac ER) 1200 mg Dose Group
Summary of Highest lncidence Adverse Experiences for Each Predominant Dose Group
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NDA 20-584 / S003 Attachment # 7
Lodine XL (Etodolac ER) 1200 mg Dose Group
Summary of Highest incidence Adverse Experiences for Each Predominant Dose Group
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NDA 20-584 / S003 Attachment # 7
Lodine XL (Etodolac ER) 1200 mg Dose Group
Summary of Highest Incidence Adverse Experiences for Each Predominant Dose Group
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NDA 20-584 / S003 Attachment # 7
) Lodine XL (Etodolac ER)’ 1200 mg Dose Group
Summary of Highest Incidence Adverse Experiences for Each Predominant Dose Group
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NDA 20-584 / S003 Attachment # 8
Lodine XL (Etodolac ER)
Dlgestlve System Adverse Experiences by Severity
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NDA 20-584 / S003 . Attachment # 8
Lodine XL (Etodolac ER)
Digestive System Adverse Experiences by Severity
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